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Syrtirffy of NavelOfncvTinol CgmWn^tion Tnntrpsrri* in TVo Human 
Bttm*t Cancer Cell Lines, Dav?d J. Ad*nu, ONiwnn nf Call BMcgy, 
VVedwmc R«5Bareh L*hor«tef>ca. RfcScarth Triangle- Par*. NIC 27709. 

Tne lr»eracunn or Navelhlflj^^^oreiftincT^PVJ'a^^ (parflaxeD 
wo* evaluated by the matnteTof Chou and Talaiay In \wo Human tfsasl 
cancer celJ Unci, MCF-7 Wd MftA-M&-331. vMeh */* mods/ a for m« 
earty and progmaiWe tanks of tftertuf , /tsptcJivdy. Tumor celll 

okposed uyicurrenEfy or Sequentially u> drujjs /or three or four osy* 
followed by S4 h ™™cfy%a druo-frer nrcOuni. VlaD* (by cailuair 
fnetshcibim) or teUI oell numwswby protein or ona, eontenl) v« then 
determined employing ftandan* £u(vea from oug~trt*u4 eeiu\ Tn* 
result d«m&rtatrtt« (1) Taxol Mia^vclhlne ore synenjistit whwi 
administered oonourrenoy En o mbjar raifo or 0.1 to 1o 
(TaxotMaveibi'ne}; *yn«Hy ooairt aut>*rMgi of activity -^q^0^ 
irtMhafan of cell flrewth); P) «W« wn«>4 rations of Ihe drug* In 
combination ore cUnteaUy achtawabte (i.e.. IC| D 's t 1*10 nM); pnd (4) 
tfie combination Ie anlBflonljtfc wheft cells arer exposed (a TuoJ tar 34 
h prtcf to ihc addition of Ni*elblnB» Ovpdlf *heie finding* provide 3 
rafl anile tor iha clinical e/a/u^n of ce-ncurrenl eombinntlon 
ehflfTw therapy with Navalblna^mfTswiji In human brtaat cancer. 
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e*r*clfnfcal-methrfty of toavchjne*' and Tj*et Orwfl onmblnation*- 

Kntek. V.C. EBsrsMiln, EJ. & Wtfler. C-G Division of Cell Biotoay. 
Wallcomo Research Laboratories, Rasear cn Triangle Park, rvc 2770$, 
«av«ibln** (NVB). F^^nhydrov'rnJ^fCne, and Tojol pvuqi (N3C 

135973) naive dement batted dlnlcq/ dstlvib/ agalrut ovarian, brejjt and 
rten-imaU cell iLrno Carcinoma. NVB acts AdaeclyrnBfteh ntealubulEj 
find TAX ecu to stabilize pctymen'ifrd lubdjn inio microtubule bundles. 
Since NVB and TAX snook (he cricntob/ar dynthetei process or the 
mltaflc spindle at b*o dirfftci fllle&prlnvdtfflBned the inienjcljo<> 
the two drugi in a binary rarn&ipattorv Doso-rantllPa «nd acMc^uliriD 
filydfOS vert conducted arjayfsl intriperiloneaty (IPJ implanted. P38B 
Uukcmia. Si^h igems wei/givan P and opt^nal « divify was noied or* 
a q4<fc3 scheduft Wilfi NVB admJroate/ed tnirty io tixiy mlnoi&S beldre 
TAX In Uvo s>^riniana t \{srVQ «!pn» «l 10 mo/kg preovood MiQhl 
last (10 fcOd 1£%). earfy <KVg-relatad deaths (d/S and 2/5) and 
increased life span (AS) (18 and 145%) while TAX afona at 3S ntQ/kg 
wa« nvrHojde wlLh SS% arid 64% ILS. T7tar4 vwni no AO day uinrtvor^ 
wilh ifcW 4vaM alone. The N^/&-TA>C combiftallon llgnincantly 
radioed weiDht 10** or yrouided a stighl w*;ght gain, oUinlniltd 

eany <Jrug-reiated dewfe «mJ Improved ihe ILS io 11H and 227 with 

4ft anO 1/3 CO day tumor frar curvivct* r*9pedire|y. Studied to 
ccnTi/iA tho&» rasons agaJntt human xenograft tumors arc ongom^. 
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DceoiaatBl (Pjp 56Wfl ( taxotcre«J efficacy us a single agent qr 
In cornbirution against majnma^v lumofS In mfce. Blssery, 
M.C h Vrigrraud* P M Bayssas. M., and LhvbJIc F. RhGrifl-POulftnfi 
Roref S & f 94403 VHry^ur-Seine, RancO- 

Oocetaxe) ff) ba new 4n?;iumor 440m ondergc'ny Phwe IJ 
cliribal hrUls with p/omicina activity in brea^t'eancer (Proc. AS CO 
1 a 27, 1 993). fi wbs rvAluated aga^W A nvovic marnmary tumors 
MAlaC, MA17rA MAW. early stage MA13/C and 

MAIfcVC vwe found nljjhiy aenstttvo to T vrfth 0% T/C (mpdian 
toor wal^ht of the treated over trio comrai x iDoj and compiQta 
rasrenions of advanced stag* dfsaaso uierc obtained. MA44 woo 
rapdaslly ««nsiave to T CT/C*3*k) and MAI7/A wu not sensftiw 
rr/c^59%) ( T wee MUler eyatuaiKl In combination witfi 
tJoxDnjbicJn (JK) t S^uorouradl (R. cyciophosphamldo (O, 
mitomycin c (MC) F vircrfcailnft (v/CA) f vinblastine (Vtep and 
vtnorcihlne (KIVB) agatat MA13/C uo^ng qrmufta/iccnn 
*Jrninl5iraaion. The maximum tolerated dose of each drug thai 
cauls' be adtrvnitfcrBd in combination wjihout additiDnaJ toiricfr 
^« eO-70% far T*A, T<f= T-D t T-MC and 80*100* *>r T.VCT, T- 
VLB and T-NVfeV Tncoo dala aro of Important for thd design of 
wna combination viala in human bmast ca^car. 
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Anliprglij^rnlyc «fTeCtt of tb« nllnofd fflnrcdnldA (<HFEl do 
buramn ovarian arciQOBia C*U line*.- SppilW. R., ncrjcl, M 
For me Hi, F. Iiwola Nulonnj* Tuntori, 20I33 MJan, lu]y 

R«<r»dy *ft Ihowed lh« 4HPA. 1 >yni)ici|c retinoid Cmrcntly lened 
clinlcaJly, Inhlbiis the "Ift vivo' growth vt 0* humm ovadafi 
ttrdnoma IGROv-i ud ehhanoas (he antiiunvox acUvicy of cijpUUn 
(DDP) asainii this lumur. The etfeco of 4HFR on ovarliA lunwi 
b&vo b«on ^KUvcr scadiwJ in ftsmt tttt linta "In vln»*f A37E0 f IGPjOV- 
I, SWtf26 »id DVCA432. Tlw Wtifeliofl of cell £TDVlh 
coiwcncration depend ml ud nvenlble a^ter dnj£ zenioval. A27B0 *u 
Ihjmoit Jcnritivc lint, Ib> ijrowih Wi/inhiWtod by by ,9 fJA 
4RPB. a. Concc/1 (ration which 11 pKxnnacolQ&calLy achievible Id 
rttfyntx TTit ofrwr cell Liflei *K#e^fl> iim« Ion jenjitive. Following 
4OTR tfcatmcnl, A27J0 shewptfm increase of cell number in S-On 
pMmv of p53 cxpttiShan aatfV a^dpiatlc events The ceU cydc val 
ooc afnecied in iha other tftil lines. Trie erf ecu of the eombtnaUod 0/ 
4HPR DDP wers ^&ied gn aTjZQ uid lG^OV*l. A2780 

ID? nO ja : r M m A27B0, .6 P M in 
or an ID 3Q of *HPR 40 varying 
tied iA a prater duct additive cf/ect in bout 
hai (he und tumor actvky of 4 HPS. and the 
k aicuvicy «f DDP Arc oorrduod to direct 


a) co more jens)tiv« to 
KjROV-1), The addiCJ 
ooncen^allOfti Of DDI* n 
linos. These rejuLis 1 radical 
enhwicemral or* Lhc cymin: 


growth Inhibitory effects on t 


1 atrdncnu celt HflcJ, 
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•4fKld JHDlC<feDe<T' / 

FU cy+Dta^f Activity I- g«40M t*A*r«Q Khtf . iM««UuU ^lla. (Tf) IcrcK 

wid TTlatnla'Lr «rFU v< ^»ia<)^t»^l«5. H^»^^>n of CU «it& PA D^N 1w» rbtr»n 
iwo^vJ «n4pnlDfff d rr*QUwit «T PU. W>A ^<cU FV gmp, «Uikml rojvr^ »to 
■» ■ * [CMrlU MmtiA In b«Bw ciav«c Ailue II smdy vu U^discA ic t.vu«iuc 
tftidV lOfcea ef aeuK modU^« or FV *M) fn md JFN yi pximtf (jftd *Hlfc kic^y 

Alllj.F CV JIB 0fe9 MAMClrfvft wtlhf^piUJV* tflMAM, 

Kit (11 lUMkl. A2 m!c«) W£K C«4lb\lc W f<^W <W< W^J.Mtrill B I|D <NI ISA PW ill- 

%ih tfvftf an ttmfOV frrfcnMwe «m «0 « (TO-JDO^. W«i i»r naiwiMe 4lm» -rw 
tnapwAlo nliwj DnTMrtlva] ncunrin ril). Btv rTKianw>» (16). tyM»h jtooel U<k m0 
mat rani US). I*a fun >4ri*oMuup MeMl irfaHydc B&ipUoflijy. iLduiu: Cibucu Ci vert 

l>*p« NMlt IMUMll a(lt r , K» 1M0 ft4fiti>|*< tSt^tHclul^. P«> m ^ hrpufib^^jb w 

Hfttorilid for J rM ondrf ttMiNtrt *lnntt (WnTta<Wr«^eiM{lc tkinpv- T^Utyi Iftt ibK^ 
WHO |»4>«h»>;]ry (4I^Mki|. JAJ pa hid VHO f^- 3 to#dry jnt^ i <0 bMk»U £wpt 
Car 1 MittCM flrtSHUri £i*4c 4 toxldljr. no fnodiTKCioh if 4dm or cdudirie due b 10x^17 •'Be 
n3»fei4Jtf/U p6i Mp«VflKfl ^t^n^Mi n^inltta \t Nn»( rcbtodjuln ivler frHttncnt. 
C.p4«4mi aibei.taiic-1 rt^ii^iDa *f ¥U wtn ft\k** im ocmvrtftitv wpmb/ fAotd 
wrm^rvi to ikyla mivm FU in v^rumi cvStc wrMfr/ M ^ d 1 J »a ioiOcId'* cv^Mufti IMtmrnt 
idlM *«J U|K r^CKMc mm mt <umsi ntztod co/criki he (0 c» tAadvD fBtihbon. FdWUf 

ijlAlTiCMcc ifUlU niui^Tfc* frdibiml teLilau l^f inrir aic«, 
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CncntiMd EitrcLs of uaol/«nd i ^Uamln P •fioniii ji^imr 

prrt**t ahd OvarUn eaoc«r tetla. Saundttt, ChrUitftWo. C. 

Waaler RL M Lawrtnce, WfD k , Maioae, J.M., MaJviyi, V.K., *H<J 
Oppe, Tkpa of F«boloffyWd OEVGtN^ Wayne Scale Uni>rrtlcy, 


T>nol hu dtooniCT7Lcii < 
maJi^uneics, and its cffcctivthcis 1 
olh«f BAtica.fiC<r a£e'nU. We have p\ 
humiQ ovultA and MCT-7 hoeoin I 
growth bihibitod when taxol wa» c 
niiaral vitamin D laecibeliie. The 1 
evjJuMMfi of dw cflTecwvene&J 0 f C6m.b| 
leconzl-fcrienidofi. aoaloe; of *lbl£nihl 
4ay s u okqI (0-4 J ae/ml) alone and Jfi 
i\MX foOo^cd ty meajiuemcne of fire 

reduction amy- aufttlirtlially enhanced laxol'j effecw and 

isoboiomphrc LrtaJy tU showed thai Uie ictcncrUan bcrwecn the 2 agertU 
ranged from odriirfvLiy io srncrcism. MCF^7 cell* were exposed oo 0-9 
ng/irJ (axol and 0-9 nM EBiOW, Additkm of 09 nM E BIOS 9 to 0*9 
ncAn* ixtol cnhtoeeil Exeats eJTTeedveaca against eclie. T**ol 

and Lntenieted addldveTy at J :1 and 3:1 ntioi. THescexpotmoiK 

sunoi ibaE the addidod of EB10S9 rcuy iiicrasfi ihc crrccnvcncis cf 
tuzol t^aiiui DVCAJCJ ovuian and MCP-7 braasi cahcrr ccOi- 


ivftnou agaiesi twwt ud oywitii 
1> ba inOtaaed by eMnUnine; ii with 
pvipujjy shvwo ihal NEi:OVC\H3 
i cancer crUi wete effecdweJy 
I with caldniol the most acdye 
ctUTcnt itudy invoWed In vlpo 
lain; tzxol wJih £d- 1 089, p. patent 
r 5~OVCAR3 oelk weie cxpofed 3 
i ootDbtnadoo wf ih ED 1089 (f> 100 

Qwth ioiribiticn mih u VTTTdyc 
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